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PASSWORD : 
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NEWS 17 FEB 19 Increase the precision of your patent queries — use 

terms from the IPC Thesaurus, Version 2009.01 
NEWS 18 FEB 23 Several formats for image display and print options 
discontinued in USPATFULL and USPAT2 

ers more precise author group fields 
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precise author group fields 


NEWS 22 FEB 25 USGENE enhanced with patent family and legal status 

display data from INPADOCDB 
NEWS 23 MAR 06 INPADOCDB and INPAFAMDB enhanced with new display 


NEWS EXPRESS JUNE 27 08 CURRENT WINDOWS VERSION IS V8.3, 

AND CURRENT DISCOVER FILE IS DATED 23 JUNE 2008. 


NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 
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All use of STN is subject to the provisions of the STN Customer 
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research. Dse for software development or design or implementation 
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************** STjj Columbus *************** 

FILE 'HOME' ENTERED AT 12:57:19 ON 06 MAR 2009 

=> file reg 

COST IN D.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.22 0.22 

FILE 'REGISTRY' ENTERED AT 12:57:27 ON 06 MAR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 4 MAR 2009 HIGHEST RN 1115640-24-8 

DICTIONARY FILE UPDATES: 4 MAR 2009 HIGHEST RN 1115640-24-8 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2009. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 

on P property searching in REGISTRY, refer to: 

http : / /www . cas . o t g I s uppi u t. / s tngen/s tndoc/propert ies ■ html 


Uploading C:\Program Files\STNEXP\Queries\10599918 I to Ill.str 



chain nodes : 

10 11 12 19 21 22 23 33 34 35 42 44 45 46 47 48 49 50 51 52 53 

54 55 56 57 58 59 
ring nodes : 

1 2 3 4 5 6 7 8 9 13 14 15 16 17 18 24 25 26 27 28 29 30 31 

32 36 37 38 39 40 41 



56-58 58-59 


36-41 37-38 

38-39 39-40 40-41 

exact/norm bonds : 


49- 54 50-51 

50- 56 51-52 52-55 58-59 
normalized bonds : 


aining 1 : 24 : 


Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atom 9:Atom 10:CLASS 
11: CLASS 12:CLASS 13:Atom 14:Atom 15:Atom 16:Atom 17:Atom 18:Atom 19:CLASS 
20: Atom 21: CLASS 

22:CLASS 23:CLASS 24:Atom 25:Atom 26:Atom 27:Atom 28:Atom 29:Atom 30:Atom 
31: Atom 32: Atom 

33:CLASS 34:CLASS 35:CLASS 36:Atom 37:Atom 38:Atom 39:Atom 40:Atom 41: Atom 
42: CLASS 

43:Atom 44:CLASS 45:CLASS 46:CLASS 47:CLASS 48:CLASS 49:CLASS 50:CLASS 
51: CLASS 52: CLASS 

53:CLASS 54:CLASS 55:CLASS 56:CLASS 57:CLASS 58:CLASS 59:CLASS 
containing 24 

containing 1 g ^ 


LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 

* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 


Structure attributes must be viewed using STN Express query preparation. 


SINCE FILE TOTAL 
ENTRY SESSION 

FULL ESTIMATED COST 0.48 0.70 

FILE 'CASREACT' ENTERED AT 12:57:54 ON 06 MAR 2009 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 200 9 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 2 Mar 2009 VOL 150 ISS 10 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 


(1974-1999) provided by Infc 
Biotransformations database compiled under the direction of 
Professor Dr. Klaus Kieslich; organic reactions, portions copyright 
1996-2006 John Wiley S Sons, Ltd., John Wiley and Sons, Inc., 
Organic Reactions Inc., and Organic Syntheses Inc. Reproduced under 
license. All Rights Reserved. 


=> s 11 SSS full 

FULL SEARCH INITIATED 12:57:58 FILE ' CASREACT ' 

SCREENING COMPLETE - 165 REACTIONS TO VERIFY FROM 26 DOCUMENTS 


3 9 HIT RXNS 15 DOCS 


15 SEA SSS FUL LI ( 39 REACTIONS) 


1,2 ANSWKK 1 <)•• 15 CASKKACT COPYRIGHT 2009 ACS on STN 
ACChSSION NUMBKK: 149:306400 CASKKACT Ku II -text. 

TIT I, I-.: Process lor t.ho p ropa ra I. i on ol per i ndopr i I orb.jrtiino 

sail, and novo I polymorph (s) I. ho roof 

INVENTOR (S): Desai, Parimal Hansmukh; Salvi, Narenda Jagannath; 

Patravale, Bharatkumar Surendra; Subramanian, 
Seetharaman; Kajale, Nitin Baburao; Dabe, Avikumar 


Aarti Healthcare Limited, 
PCT Int. Appl., 26pp. 

CODEN : PIXXD2 


LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 


WO 2008114270 Al 20080925 


APPLICATION N 


WO 2007-IN120 


AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, 


RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 


PRIORITY APPLN. INFO.: 


l-{2-[l- (ethoxycarbonyl)- 


of (2S, 3aS, 7aS)- 
le sulfonate with N- 
rogenation of benzyl 


rbumine salt of very high purity. Also a novel polymorph S of perindopril 
rbumine having X-ray diffraction peaks of 9.10, 14.64, 15.37, 16.58, 17.39, 
3.99, 20.62, 21.50, 22.15, 22.60, 24.20, 27.55 + 0.2 at 20 values. Also 
c preparing the novel polymorph S. 


RX(1) OF 6 A 


RX(1) RCT A 94062-52-9, B 82834-12-6 

PRO C 122454-52-8 

SOL 108-21-4 Acetic acid, 1-methylethyl est 
2592-95-2 1-Benzotriazolol, 25952-53-8 

CON SUBSTAGE(l) 25-30 deg C 
SUBSTAGE(2) 5-10 deg C 
REFERENCE COUNT: 


ANSWER 2 OF 15 CASREACT COPYRIGHT 2009 ACS c 


Haider, Akhtar, 
Pannatier, Yvai 
Sochinaz SA, Si 
Eur. Pat. Appl 
CODEN: KPXXDW 


Megevan 
, 19pp. 


DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


PATENT NO. KIND DATE 

20071212 EP 2006- 


EP 1864973 


APPLICATION NO. DATE 

20060609 


EP 2006-11981 


MARPAT 148:55381 



AB The invention provides a novel method for the synthesis of (2S, 3<xS, 7<xS) - 

octahydroindole-2-carboxylic acid (I) and its aryl esters II [wherein X, Y = 
H, halo, alkyl, alkoxyl or nitro group], and the conversion of the p- 
nitrobenzyl ester of the acid into perindopril or its salts. II were obtained 
via esterification of racemic octahydroindole-2-carboxylic acid hydrochloride 
with benzyl ales, in the presence of aryl sulfonic acids such as p-TsOH, 
followed by resolution with such as dibenzoyl- (L) -tartaric acid. 
Alternatively, II could be synthesized directly by esterification of chiral I 
with benzyl ales. For example, I was reacted with p-nitrobenzyl ale. in the 

yield, whict^underwent DCC/HOBt-mediated coupling reactior^with N-[(S)-1- 
(ethoxycarbonyl) butyl] - (S) -alanine in dichloromethane (80% yield). Pd/C- 
catalyzed hydrogenolysis of the resultant p-nitrobenzyl ester led to 
perindopril . 


RX(5) OF 21 ...R + Q ===> S... 

H0 3 S^^^ 




K 82834-12-6 


STAGE (1) 

SOL 75-09-2 CH2C12 


RGT T 121-44-8 Et3N, U 2592-95-2 1-Benzotriazolol 

SOL 75-09-2 CH2C12 

CON SUBSTAGE(l) room temperature 

SUBSTAGE(2) 15 minutes, room temperature 

STAGE (3) 

RGT V 538-75-0 DCC 

CON SUBSTAGE(l) room temperature -> 5 deg C 
SUBSTAGE(3) 5 hours, room temperature 

1 hour, room temperature -> 5 deg C 


PRO S 866430-5 
NTE workup 
REFERENCE COUNT: 


L2 ANSWER 3 OF 15 CASREACT COPYRIGHT 2009 ACS on STN 
147:212285 CASREACT Full-text 

N- [1- (S) -ethoxycarbonyl-l-butyl] - ( s ) -alanine-DMT 
complex and its use in the preparation of perindopril 
INVENTOR (S): Joshi, Narendra Shriram; Pradhan, Nitin Sharad Chandra 

PATENT ASSIGNEE (S): Glenmark Pharmaceuticals Limited, India 

SOURCE : 


KIND DATE APPLICATION NO. DATE 


WO 2007085933 A2 20070802 WO 2007-IB150 20070123 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, 


PRIORITY APPLN. INFO.: 


OTHER SOURCE (S) : 


MARPAT 147:212285 


a preparation of N-[1-(E 
3 y reaction of N-[1-(S)- 
-l,3,5-triazin-2-yl)-4-n 


-ethoxycarbonyl-l-butyl]-L-alanine- 
:hoxycarbonyl-l-butyl] -L-alanine wit 
ihylmorpholinium chloride in a 

:ion of I with compound (II) (Rl = 
. following by 


:able dep 


:ing agen 


.-ethoxycarbonyl-l-butyl] -L-alanine and 4- (4, 6- 
-yl)-4-methylmorpholinium chloride were mixed in THF 
tiin at t' = 20-25° under nitrogen. To the resulting 
i I was added (2S, 3aS, 7aS) -benzyl-perhydroindole-2- 
' under nitrogen, and after separation and 
Lndopril benzyl ester was obtained, which was 



RX(1) RCT A 82834-12-6 

STAGE (1) 


CON 5 - 6 hoi 


i-2-yl)-4-methyl-, chloride 


C 122454-52-E 


ANSWER 4 OF 15 CASREACT 


)..rf,i 


of 


(2S,3aS,7aS)-l-[ (2S)-2-[[ (1S)-1- 
(ethoxycarbonyl)butyl] amino] -1-oxopropyl] o< 

indole-2-carboxylic acid (perindopril) and 

tert-butyl amine salt 

Gunjal, Sanjay Tukaram; Jadhav, Dilip Uttai 
Ashok; Arpana, Mathur; Panda, Nalinakshya I 


PATENT ASSIGNEE I 
SOURCE : 


U.S. Pat. Appl. Publ., 10 pp., Cont.-in-part of U.S. 
Ser. No. 140,226. 

CODEN : USXXCO 


DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 20070021490 
IN 2005MU00017 
US 20060178422 


Al 
A 
Al 


20070125 
20060811 
20060810 


US 2006-324349 
IN 2005-MU17 
US 2005-140226 
IN 2005-MU17 
US 2005-140226 
IN 2004-MU566 


20060103 
20050106 
20050527 
20050106 
20050527 
20040518 


PRIORITY APPLN. INFO. 


OTHER SOURCE (S) 


MARPAT 146:184735 


AB The Invention relates to the preparation of perindopril [ (2S, 3aS, 7aS) -1- [ (2S) - 
2-1 (S)-l- 

(ethoxycarbonyl)butylamino]propionyl]octahydro-lH-indole-2-carboxylic acid] , 
its salts, and its novel intermediates, specifically aralkyl ester salts. 
Thus, (2S,3aS,7aS)-octahydro-lH-indole-2-carboxylic acid was treated with N- 

[ (S)-l- (ethoxycarbonyl) butyl] -L-alanine in CH2C12 in the presence of Et3N, 1- 
hydroxybenzotriazole, and dicyclohexylcarbodiimide to afford 99% perindopril 
benzyl ester. Conversion of the latter into the oxalate salt, followed by 
hydrogenolysis over 5% Pd/C and reaction with tert-butylamine yielded 
perindopril erbumine . 


RX(1) OF 38 A + B ===> C. . . 




RCT A 94062-52-9 

STAGE (1) 

RGT D 121-44-8 Et3N 
SOL 75-09-2 CH2C12 
CON 20 - 25 deg C 

STAGE (2) 

RCT B 82834-12-6 

RGT E 2592-95-2 1-BenzotriazoloJ 
CON SUBSTAGE(l) 15 minutes, 20 - 
SUBSTAGE(2) 20 - 25 deg C 

PRO C 122454-52-8 


ANSWER 5 OF 15 CASREACT COPYRIGHT 2009 ACS c 


ACCESSION NIJMBhR: 
TITLE: 

INVENTOR (S) : 


DOCUMENT TYPE: 


: Reddy; Dandala, Ramesh; Meer 


of perindopril 
Zaddl, Pandu Ranga Rao; Budidet, 


Aurobindo Pharn 
PCT Int. Appl., 
CODKN: I- I XXI)? 


RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 


KG, KZ, MI 
IN 2005CH00703 
IN 2005CH01355 
PRIORITY APPLN. INFO.: 


J, TJ, TM 

20070727 
20070928 


IN 2005-CH703 20050608 

IN 2005-CH1355 20050926 

IN 2005-CH703 20050608 

IN 2005-CH1355 20050926 


OTHER SOURCE (S): MARPAT 146:45 

AB An improved process for the prep; 
2-[(S)-l- 

(ethoxycarbonyl)butylamino]propionyl]octahydro-lH- 
comprises treating (2S, 3aS, 7aS) -octahydro-lH-indo: 
(ith N-[(S)-l-(( 


if perindopril [(2S,3a£ 


alanine [e.g., i 
by hydrogenolysi 


i MeCN i 


•l the pre 


Doxylic 
Lc acid 
L) butyl; 


benzyl 
-L- 

followec 




RX(2) RCT A 82834-12-6 


STAGE (1) 

RGT D 7693-46-1 C1C02C6H4N02-4, J 121-44-8 Et3N 

SOL 141-78-6 AcOEt 

CON SUBSTAGE(l) 0-10 deg C 

SUBSTAGE(2) 10 deg C -> 20 deg C 

SUBSTAGE(3) 1 hour, 20 - 25 deg C 

STAGE (2) 

RGT K 2592-95-2 1-Benzotrlazolol 
CON SUBSTAGE(l) 20 - 25 deg C 

SUBSTAGE(2) 10 minutes, 20 - 25 deg C 

STAGE (3) 

RCT B 94062-52-9 

RGT J 121-44-8 Et3N 

CON SUBSTAGE(2) 20 - 30 deg C 

STAGE (4) 

RGT E 1122-58-3 4-DMAP 

CON SUBSTAGE(2) 3 hours, 30 - 35 deg C 
PRO I 122454-52-8 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


ANSWER 6 OF 15 CASREACT COPYRIGHT 2009 ACS c 


ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 


STN 


145:230528 CASREACT Full- 
Process for making highly pure per: 
Kumar, Ashok; Soudagar, Satish Raj; 
Arpana; Shah, Chirag Hasmukh; Gunji 
Metil, Dattatray Shamrao; Kelkar, I 
Thakare, Devendra Digambar; Kumar, 

USA 


Bindu Manoj ; 


DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COl 
PATENT INFORMATION: 

PATENT NO. 


KIND DATE 


APPLICATION NO. DATE 


US 20060178422 
IN 2004MU00566 
US 20070021490 
PRIORITY APPLN. INFO. 


20060810 US 2005-140226 20050527 

20060616 IN 2004-MU566 20040518 

20070125 US 2006-324349 20060103 

IN 2004-MU566 20040518 
IN 2005-MU17 20050106 
US 2005-140226 20050527 
ocess for the synthesis and isolation of (2S, 3aS, 7aS) -1- [ (2S) -2- [ [ (IS) -1- 
loxycarbonyl) butyl] amino] -1- oxopropyl] octahydro-lH-indole-2-carboxylic 
L and its tert-butylamine salt, comprises the amidation of (2S, 3aS, 7aS) - 
^ydroindole-2-carboxylic acid benzyl ester and N- [ (S) 1-carboxybutyl] - (S) - 
line Et ester in nonreactive solvents in turn avoiding the formation of the 
irity N-acetyl (2S, 3aS, 7aS) -octahydroindole-2-carboxylic acid benzyl ester, 
de-protection of benzyl ester group is optimized by catalytic 


hydrogenolysis and then isolation of the product from an aqueous layer by 
extraction using an organic solvent, which eliminates the need for 
lyophilization. This yields perindopril erbumine free of contaminants 
derivable from dicyclohexylcarbodiimide (e.g., dicyclohexylurea) and 
impurities originated by the use of Et acetate. 


RX(1) OF 3 A + B ===> C. . . 


RGT D 538-75-0 DCC, E 121-44-8 Et3N 

PRO C 122454-52-8 
SOL 75-09-2 CH2C12 

CON SUBSTAGE(l) 0.25 hours, room temperature 
SUBSTAGE(2) 20 - 25 deg C 




RX(1) 


RCT 


A 94062-52-9, B 82834-12-6 


L2 ANSWER 7 OF 15 CASREACT COPYRIGHT 2009 ACS on STN 


ACCESSION NUMBER : 145:124844 CASREACT Full-text 

TITLE: Process for the synthesis of 

(2S, 3aS, 7aS) -1- (S) -alanyloctahydro-lH-indole-2- 
carboxylic acid derivatives and use in the synthesis 
of perindopril 

INVENTOR(S): Kumar, Ashok; Soudagar, Satish Rajanikant; Mathur, 

Arpana; Gunjal, Sanjay Tukaram; Panda, Nalinakshya 

PATENT ASSIGNEE (S): IPCA Laboratories Limited, India 

SOURCE : Eur. Pat. Appl . , 16 pp. 

CODEN: EPXXDW 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 3 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 

EP 1679072 Al 20060712 EP 2005-113099 20051230 

EP 1679072 Bl 20080924 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, 
BA, HR, IS, YU 

IN 2005MU00017 A 20060811 IN 2005-MU17 20050106 

AT 409036 T 20081015 AT 2005-113099 20051230 

EP 1987828 Al 20081105 EP 2008-104990 20051230 

R: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LI, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR 
PRIORITY APPLN. INFO.: IN2005-MU17 20050106 

EP 2005-113099 20051230 
AB The invention relates perindopril [ (2S, 3aS, 7aS) -1- [ (2S) -2- [ (S) -1- 

(ethoxycarbonyl)butylamino]propionyl]octahydro-lH-indole-2-carboxylic ac 
aralkyl ester salts used in the synthesis of perindopril. Thus, (2S,3aS 
octahydro-lH-indole-2-carboxylic acid was treated with N-[(S)-1- 
(ethoxycarbonyl) butyl] -L-alanine in CH2C12 in the presence of Et3N, 1- 
hydroxybenzotriazole, and dicyclohexylcarbodiimide to afford 99% perindc 
benzyl ester. Conversion of the latter into the oxalate salt, followed 
hydrogenolysis over 5% Pd/C and reaction with tert-butylamine yielded 



REFERENCE COUNT: 


RCT A 94062-52-9, B 82834-12-6 

RGT D 121-44-8 Et3N, E 2592-95-2 1-Benzotri 

PRO C 122454-52-8 

SOL 75-09-2 CH2C12 

CON SUBSTAGE(l) 20-25 deg C 

SUBSTAGE(2) 0.25 hours, 20 - 25 deg C 
SUBSTAGE(3) 20 - 25 deg C 


ANSWER 8 OF 15 CASREACT COPYRIGHT 2009 ACS c 


ACh inhibit 
Singh, Giri 
P.; Mahajan 


Pal; Godbole, 


nshu M.; Nehat 


PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 


Taylor 
Journa 


lzyme) inhibitc 


/ated amino 
itions. The 


RX(5) OF 19 


.C + O ===> P. 


O^OEt 


v. 


RCT C 827622-31-1, 
STAGE (1) 


121-44-8 Et3N 
5-09-2 CH2C12 
hours, -15 10 deg C 


RGT Q 1310-73-2 NaOl 
SOL 7732-18-5 Water 
CON 2 hours, pH 8 . 3 


L2 ANSWER 9 OF 15 CASREACT COPYRIGHT 2009 ACS on STN 
ACCESSION NUMBER : 142:156329 CASREACT Full-text 

TITLE: Preparation of ct-amino acid benzothlazolylthlo 


DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 


esters as intern 
inhibitors 
Singh, Girij Pal; Godbolf 
Pravin Raghunath; Nehate, 
Lupin Limited, India 
PCT Int. Appl., 108 pp. 
CODEN: PIXXD2 
Patent 


for manufacture of ACE 


Sagar Purushottam 


KIND DATE 


APPLICATION NO. DATE 


WO 2005010028 Al 20050203 WO 2003-IN257 20030731 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 




RX(6) RCT R 83508-14-9 

STAGE (1) 

RGT E 121-44-8 Et3N 
SOL 75-09-2 CH2C12 
CON SUBSTAGE(l) 25 - 30 deg C 

SUBSTAGE(2) 30 deg C -> 15 deg C 

STAGE (2) 

RCT C 827622-31-1 

CON SUBSTAGE(l) 1 hour 

SUBSTAGE(2) 25 - 30 deg C 

SUBSTAGE(3) 8-10 hours 

STAGE (3) 

RGT T 7732-18-5 Water 

PRO S 122454-52-8 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


DOCUMENT TYPE: 
LANGUAGE : Enc 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


? 2009 ACS on STN 
Process for preparation of perindoj 


Clpla Limited, India; Wain, Christophei 
PCT Int. Appl . , 26 pp. 
CODEN : PIXXD2 


PATENT NO. KIND DATE APPLICATION NO. DATE 

WO 2004099138 A2 20041118 WO 2004-GB2029 20040512 

WO 2004099138 A3 20041223 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 
RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 
SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

IN 2003MU00468 A 20050211 IN 2003-MU468 20030512 

PRIORITY APPLN. INFO.: IN2003-MU468 20030512 

OTHER SOURCE (S) : MARPAT 141:411226 

AB A process for preparing perindopril or a pharmaceutically-acceptable salt 

comprises esterifying (2S, 3aS, 7aS) -octahydro-lH-indole-2-carboxylic acid (I) 
with benzyl ale. (or the 4-chloro or 4-alkoxy derivative) in the presence of 
benzenesulfonic acid as catalyst, treating the intermediate ester 
benzenesulfonate with N- [ (S) -1-carbethoxybutyl] -L-alanine (II), and ester 
cleavage. Thus, I benzyl ester benzenesulfonate (40 g) was prepared, its 
suspension in CH2C12 made alkaline with agueous ammonia, and the organic layer 
separated Treatment with II at 10-15 °C in the presence of 

hydroxybenzotriazole and N,N'-dicyclohexylcarbodiimide and workup afforded 43 
g perindopril benzyl ester. 


RX(3) OF 10 G 


X 


}CT G 793716-55-9 

STAGE (1) 

RGT J 7664-41-7 NH3 

SOL 7732-18-5 Water, 75-09-2 CH2C12 

CON SUBSTAGE(l) room temperature 
SUBSTAGE(2) room temperature 
SUBSTAGE(3) 0.5 hours, room temperature 

STAGE (2) 

RCT H 82834-12-6 

RGT K 2592-95-2 1-Benzotriazolol, L 538-75-0 DCC 
SOL 75-09-2 CH2C12 
CON SUBSTAGE(l) 10-15 deg C 
SUBSTAGE(2) 10 - 15 deg C 
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AB A process for the preparation of the ACE Inhibitor perindopril involves 
activation of N- [1 (S) - (ethoxycarbonyl) butyl ] - (S) -alanine (1) with a 
tetramethyluronium salt in the presence of a tertiary organic base, coupling 
with (2S,3aS,7aS)-octahydroindole-2-carboxylic acid (2) or an ester, and 
deprotection. Thus, a mixture of 1, 2 benzyl ester, TBTU and 
diisopropylethylamine in DMF/CH2C12 was stirred for 4 h to afford benzyl- 
perindopril, which was converted to perindopril by phase transfer or classical 
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RX(2) RCT F 82834-12-6 

STAGE (1) 

RGT H 125700-67-6 Benzotriazolium der, I 7087-68-5 EtN(Pr-i)2 
SOL 75-09-2 CH2C12, 68-12-2 DMF 
CON SUBSTAGE(l) room temperature 

SUBSTAGE(2) 10 minutes, room temperature 

STAGE (2) 

RCT G 83508-14-9 

SOL 75-09-2 CH2C12 

CON SUBSTAGE(l) room temperature 

SUBSTAGE(2) 4 hours, room temperature 
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STAGE (1) 

RGT U 121-44-8 Et3N 
SOL 75-09-2 CH2C12 
CON SUBSTAGE(l) 25 - 30 minutes 
SUBSTAGE(2) 25 - 30 deg C 
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CON 10 minutes, room temperature 


STAGE (2) 

RGT E 105379-24-6 lH-Benzotriazolium, 

1- (dl-l-pyrrolidlnylmethylene) -, 3-oxlde, 
hexafluorophosphate(l-) (1:1) 

CON SUBSTAGE(l) room temperature -> 30 deg C 
SUBSTAGE(2) 3 hours, 30 deg C 
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